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AB Title compds . I [Rl = H, (un) substituted alkyl, (un) substituted alkenyl, 
etc.; R2 = H, halo, carboxyl, etc.; -W4 : W5-W6 : W7- = -CR4 : CR5-CR6 : CR7-, 
-N:CR5-CR6 :CR7-, -CR4 : N-CR6 : CR7-, etc.; R4-R7 = -E-A; E = single bond, 
-0-, -CO-, etc.; when E is a single bond, A is H, halo, cyano, etc.; when 
E is -0-, -CO-, etc., A is H, (un) substituted alkyl, (un) substituted 
cycloalkyl, etc.; R8 = -0R11, -SR11, -N(R11)R12; Rll, R12 = H, 
(un) substituted alkyl; R9 = alkyl substituted with halo, cycloalkyl 
substituted with halo; RIO = - [C (R13 ) Rl 4 ] n-R15 ; R13, R14 = H, alkyl, halo; 
R13 and R14 may combine to form a oxo group; or R13 and R14, together with 
the carbon atom to which they are attached, form a cycloalkane (one or two 
-CH2- in cycloalkane may be replaced with -NH-, -S-, -S(:0)-, etc.); n = 
0-10; R15 = hydroxy, (un) substituted alkyl, (un) substituted alkenyl, 
etc.], prodrugs or pharmaceutically acceptable salts were prepared For 
example, reaction of 1- ( l-benzyl-6-nitro-lH-indol-3-yl ) -2 , 2 , 2- 
trif luoroethanone, e.g., prepared from 6-nitroindole in 2 steps, with 
trimethylphosphonium iodide followed by treatment with piperidine afforded 
compound II. In glucocorticoid receptor (GR) binding assays, compound II 
exhibited the inhibitory activity of 92% at 100 nM. Compds. I are claimed 
useful for the treatment of inflammation and diabetes. 

IT 934224-55-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of fused pyrrole derivs. as GR modulators for treatment of 
inflammation and diabetes) 
RN 934224-55-2 CAPLUS 

CN lH-Indole-3-acetic acid, a-hydroxy-6- [ [ ( 4- 

methylphenyl ) sulfonyl] amino] -1- (phenylmethyl ) -a- (trif luoromethyl ) -, 
ethyl ester (CA INDEX NAME) 




REFERENCE COUNT: 



51 THERE ARE 51 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L3 ANSWER 2 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



CAPLUS COPYRIGHT 2008 ACS on STN 
2005:470334 CAPLUS 
143 : 125834 

A Three-Dimensional Pharmacophore Model for 
5-Hydroxytryptamine6 (5-HT6) Receptor Antagonists 
Lopez-Rodriguez, Maria L.; Benhamu, Bellinda; de la 
Fuente, Tania; Sanz, Arantxa; Pardo, Leonardo; 
Campillo, Mercedes 

Departamento de Quimica Organica I, Facultad de 
Ciencias Quimicas, Universidad Complutense, Madrid, 
E-28040, Spain 

Journal of Medicinal Chemistry (2005), 48(13), 
4216-4219 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
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Forty-five structurally diverse 5-hydroxytryptamine6 
antagonists were selected to develop a 3D pharmacophore 
Catalyst software. The structural features for antagon 



:eptor (5-HT6R) 
model with the 
_sm at this 



receptor are a pos. ionizable atom interacting with Asp3.32, a hydrogen 
bond acceptor group interacting with Ser5.43 and Asn6.55, a hydrophobic 
site interacting with residues in a hydrophobic pocket between 
transmembranes 3, 4, and 5, and an aromatic-ring hydrophobic site interacting 
with Phe6.52. 
753020-94-9 
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(Biological study); USES (Uses) 

(three-dimensional pharmacophore model for 5-HT6 receptor antagonists) 
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pyrrolidinyl) ethyl] -lH-indol-6-yl ] - (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated cycloalkyl; R6-R9 = H, alkyl, (un) saturated cycloalkyl, 

etc . ; 

A = CHR18, CHR18CH2; B = alkyl, (un) saturated cycloalkyl, etc.; R10 = H, 
alkyl, (un) saturated cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, 
etc.; NR10R11 = (un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated 
cycloalkyl, etc.] with neuropeptide Y-receptor affinity, preferably 
neuropeptide Y5-receptor affinity, and at least one compound with 5-HT6 
receptor affinity (such as II [Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, 



(un) saturated (hetero) cycloalkyl, etc.; R3 = H, alkyl; R4, R5 = H, alkyl; or 
NR4R5 = (un) saturated heterocyclyl ; A = (un) substituted (hetero) aryl; n = 

0- 4] ) , a medicament comprising said active substance combination, and the 
use of said active substance combination for the manufacture of a medicament. 
Synthesis of amides I and sulfonamides such as II is described in 
examples. E.g., a multi-step synthesis of III.HC1, starting from 

1- (tert-butoxycarbonyl) -4-piperidinone and Me anthranilate, was given. 
The amides I and sulfonamides such as II were tested against neuropeptide 
Y5 and 5-HT6 binding (data given for representative compds . ) . 

IT 753020-88-1P 753020-90-5P 753020-91-6P 
753020-94-9P 753020-96-1P 753020-97-2P 
844477-59-4P 844477-64-1P 844477-68-5P 
844477-70-9P 844477-72-1P 844477-79-8P 
844477-84-5P 844477-87-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of amides and sulfonamides as components of active combination 
with NPY receptor affinity and 5-HT6 receptor affinity) 
RN 753020-88-1 CAPLUS 

CN Imidazo [2, 1-b] thiazole-5-sulf onamide, 6-chloro-N- [ 1- [ 2- 
(dimethylamino) ethyl] -lH-indol-6-yl ] - (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The present invention relates to an active substance combination 

comprising at least one compound I [R1-R4 = H, halo, alkyl, etc.; R5 = H, 
alkyl, (un) saturated (hetero) cycloalkyl; R6-R9 = H, alkyl, (un) saturated 
(hetero) cycloalkyl, etc.; A = CHR18, CHR18CH2; R10 = H, alkyl, (un) saturated 
cycloalkyl, etc.; Rll = alkyl, (un) saturated cycloalkyl, etc.; NR10R11 = 
(un) saturated heterocyclyl ; R18 = H, alkyl, (un) saturated cycloalkyl, etc.] 

with 

neuropeptide Y-receptor affinity, preferably neuropeptide Y5-receptor 
affinity, and at least one compound with 5-HT6 receptor affinity (such as II 
[Rl = H, alkyl, Ph, CH2PH; R2 = NR4R5, ( un ) saturated (hetero) cycloalkyl, etc.; 



R3 = H, alkyl; R4, R5 = H, alkyl; or NR4R5 = (un) saturated heterocyclyl ; A = 
(un) substituted (hetero) aryl; n = 0-4]), a medicament comprising said 
active substance combination, and the use of said active substance 
combination for the manufacture of a medicament. Synthesis of amides I and 
sulfonamides such as II is described in examples. Thus, reacting 
6-chloro-l- ( 4-piperidinyl ) -1 , 4-dihydro-2H-3 , 1-benzoxazinone hydrochloride 
with 2- (2-chloroacetamide) -2 ' , 5-dichlorobenzophenone in the presence of 
K2C03 in DMF followed by treating of the free base with HCl/EtOH afforded 
61% III.HC1. The amides I and sulfonamides such as II were tested against 
neuropeptide Y5 and 5-HT6 binding (data given for representative compds . ) . 
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AB Title compds . I [Rl = NR8R9 radical or a (un) saturated, optionally at least 
monosubstituted cycloaliph. radical which may contain at least one 
heteroatom; R2-5,7 independently = H, halo, N02, alkoxy, etc.; R6 = H or 
(un) saturated aliphatic radical optionally at least monosubstituted; R8 and R9 

H or (un) saturated aliphatic radical optionally at least monosubstituted with 
provisions, or R8 and R9 together with the N atom form a (un) saturated 
heterocyclic ring optionally at least monosubstituted; A = mono or 
polycyclic aromatic ring system which may be bonded via (un) substituted 
alkylene, alkenylene or alkynylene group; n = 0-4] , and their 
pharmaceutically acceptable salts, are prepared and disclosed as useful for 
medicaments in human and/or veterinary therapeutics for diseases/disorders 
related to 5-HT6 receptor. Thus, e.g., II was prepared by the reaction of 

5- chloro-3-methylbenzo [b] thiophene-2-sulf onyl chloride with 

6- amino-l- ( 2-dimethylaminoethyl ) -lH-indole . Selected compds. of the 
invention were evaluated for binding with 5-HT6 receptor; % inhibition 
values reported to range from 86.9-98.6 at 10-6M concns. 
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AB Based on a medicinal chemical guided hypothetical pharmacophore model, novel 
series of indolyl sulfonamides have been designed and prepared as selective 
and high-affinity serotonin 5-HT6 receptor ligands. Furthermore, based on 
a screening approach of a discovery library, a series of 
benzoxazinepiperidinyl sulfonamides were identified as selective 5-HT6 
ligands. Many of the compds . described in this paper possess excellent 
affinities, displaying pKi values greater than 8 (some even >9) and high 
selectivities against a wide range (>50) of other CNS relevant receptors. 
First, structure-affinity relationships of these ligands are discussed. 
In terms of functionality, high-affinity antagonists, as well as agonists 
and even partial agonists, were prepared Compds. 19c and 19g represent the 
highest-affinity 5-HT6 agonists ever reported in the literature. These 
valuable tool compds. should allow for the detailed study of the role of 
the 5-HT6 receptor in relevant animal models of disorders such as 
cognition deficits, depression, anxiety, or obesity. 
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AB The invention relates to a preparation of indole derivs. of formula I [wherein: 
X = S, S(0), S02; Rl is ( un ) subst ituted 5- or 6-membered monocyclic, 
(hetero/homo) cyclic ring; R2 is 2-02NC6H4, 2-cyanophenyl , 

2-hydroxymethylphenyl, pyridin-2-yl, pyridin-2-yl-N-oxide, etc.; R3 is H, 
halogen or Cl-4alkyl; R4 is H, OH, Cl-4alkoxy, or halogen; R5 is H, OH, 
Cl-4alkoxy, NH2, CN, halogen, Cl-4f luoroalkyl , or N02, etc.], useful for 
the treatment of androgen-receptor related diseases. Anti-androgenic 
activity of the invented compds . was determined in an in vitro bioassay of 
Chinese hamster ovary (CHO) cells stably transfected with the human 
androgen receptor expression plasmid and a reporter plasmid in which the 
MMTV-promoter was linked to the lucif erase reporter gene. For instance, 
indole derivs. II (EC50 < 5 nM; efficacy > 0.8) was prepared via 
N-benzylation of 6-methoxyindole by 3 , 5-dif luorobenzyl bromide, and 
subsequent addition of the obtained 1- ( 3 , 5-dif luorobenzyl ) -6-methoxy-lH- 
indole to 2-nitrobenzenesulf enyl chloride (example 1). 
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(preparation of indole derivs. useful in the treatment of androgen-receptor 
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AB Cell cycle control in the Gl phase has attracted considerable attention in 
recent cancer research, because many of the important proteins involved in 
Gl progression or Gl/S transition have been found to play a crucial role 
in proliferation, differentiation, transformation, and programmed cell 
death (apoptosis) . E7070 is a novel antitumor sulfonamide, with a unique 
mode of action that affects Gl progression of the cell cycle. A series of 
compds . containing an N- [ 1- ( 3 , 4 , 5-trimethoxybenzyl ) -lH-indol-5-yl ] benzene 
sulfonamide, analogs of E7070, was synthesized and evaluated as potential 
antitumor agents. Cell cycle anal, with PC3 human prostate cancer cells 
revealed a cellular accumulation in the Gl phase. 
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